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[SffjRiH l ] 

S * l*i © ft 'ft % H © SI ft fflJ Si 6^ IM IS * If W ? S ft 46 © n > If a - $ is X ft ft ft *3 ^ X , 

m * © m © ft -t : % ft © is j£ / b# itg o 7 ^ — ;v ^ y mj *r § tc n> © £u a -ft k s ft ^ ft 

Iftlli/^ aLz-v'H >tf/l/ (1 0 2) Tf a& o T , ft ft ft flc # "T S ^ 7 - £ * '> * 

ft K © ft fS ft ¥ # ft ft S -5 ^ T h. S3 4> < fc — r> © X ft * - # * ^ ?flij t & ft 46 © ^ M 
ft ;z — ft ( 1 1 0 ) t > 

[ ffi 112] 10 

± IB ft ft < fct-OO^^^^Ii, ^S£*ff5iai!J:gIOfliailOlT'S 

[ as * «i 3 ] 

± id '> ft < 4: t> • o © ^ =? >< - * t£ , E*. Pi NH © ft M It j£ K *f ft § U - h « R ( A x = P 

a x / v x ) t» & 0 . a * © ft ft < t t> - o © g§ t © s a a ns Rg © m sc ( v x = v x ( t 
[ m m 4 ] 

ft 32 ft ft < t — o©^7^-^tt, MJfi©iMtffRy>^<h©p Q 1©ft»r#i!C 
(K x x e {ft. mu.fb. nc, gw}) 

20 

, ^7tf)gffl^f ^^tCP^OTIfiS (K c / c s ) , 35 S ^ , ft « M i: M 

(K g c / g w ) t? & a c t * W t ft a Iff Jl 1 © n > tf a - 2 

is X t- A o 
[ IS )Rfi5] 

± ib ft a ft ¥ w » , ft ft © 7j< t m m ft m © m © a- k m & , * v % ; - ^ / *9t m % m. 
, 'AJ-m, mmm, &&xs /tiit&cftbf*? * — *(ow.fr& t>&-e&& z. t&ttGLt-r 

[ m * m 6 ] 

ft ft © it ¥ m m © tfd kB 7- e> ft m i t ¥ w * ?* ^ -r § q s a r f» ;u * fc t± =. a. - ^ ;u 

* y b U - 2 % ffi x. ft rift * H 1 © 3 V tf a - ^ S/ X t- A „ 30 

[ 3§ * m 7 ] 

f' Id a - ;P fi , -r X h ft £3 © ft Iffi ft 't : Wr tt *3 j; c ti & x X h ft H ^ L 35 K W K 

w e. n ft ^ ^ ^ - if % a- 1? t* - * ^ - x (108) tc * -q' < c t * w ts 1 1 a hs >i< m 1 © 
[ m * 11 8 ] 

^ M * ^ a - ;U fc* , ft K © Hg E6 fj In 1* fe«ttf/Sfct4i>?fij^ft h 3Q '> ft < £ fe - o © 
A v ^ - * © Sf S * It 5 ef » M 28c * ^ C t^iflfc 1 ©nytfa-^^Xf- 

[ ni * IM 9 ] 

mmmm.it. m m m ic # e> n ft ^ ^ ^ - ^ ® © is st 0 » k » < c t it 1 1 a m * 40 

IB8©n>tfa — ^ X X ft „ 

[ as * «( 1 0 ] 

m iu © k Pi ft © ft ^ ft ft © a is ft m m ?° d 7 -r - ft © ^ ay * f? 5 ft * © £ a ^ ft « -ft < 

M £& © ^ ft Si m is 5 a ft - is a > ^& TftV T % o T , ft ft {C {S U t % * ft ^ - ^ * ft^ ft < £ 

t> - o ft f a t, © * ffl ft , m a f*3 © ft ^ ft « © « ft i/j s w m n % it w ft a ft * © ft js ft 

ft ft © ft IS ft ft' W ft * ft ft ft M ft a ft 15 ft ft < t fe - o © ^ ft ^ - ^ ft f' jH 1 ] ft a ft 46 © 
^ ffi ^ ft' a - ;U ft X il t I'M t , 

± 13 ft- ? ft ft ft ft < £:£> — oo^y^-^KS^i/ft, ft ft: ft ft © iS / [ffl ft a y 

4 — As <D ^ m % ff O is ^ a ft — is 3 > -t ftftP £ ffl ^ T 5 a ft — J/ 3 y % M ft ft § X fi? i: 50 
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* 3- 1? -fi m o 

i i ] 

[ Mf m m i 2 ] 

h. IQ /< ^ * — * H: , gBPflOSlttlt*tt§ I/ - bit ( A x = P x A x / V x ) -p 
$> D „ M A O 4> & < t> — o © S3 ^ co H Bte B# Hfl © m ft ( V x = V x ( t ) ) t? 5 c t 

* «f tS £ "T § 3S >J< J-H 1 0 © -ft m o 
[ 3S >R m 1 3 ] 

± 32 5 ;* - * « , t 1 jto U y;UolcD¥»it 
(AT X x e {c, ma, /&, nc, gw}) 

, ^^^^©^^^^^^^©^©T-ijflft (K c - c s ) , f*3 Ul t IK 

^tt©KcO¥« ffi ft (Kg c / 8 w ) "Pfeli C t i& W U t t 5 iSS 1 0 © Jj m o 
[ M * IR 1 4 ] 

h 30 ife fl ft ^ W 1* « , &«©*fc»IIB«M©lffl©$>H2«». * * 2 y - ;I/ / ?J< BB ft ft 

, 9? -f- a , »? w ffl , *5 j; t>* / * ft a c n 6 ^ 5 * - # © m. & ft *> -& t? & s c t * w at t -r 
s hS d< jH i o to 7^ r± „ 
[ n* H l 5 ] 

h 3D m fl ft 3* W ft » , Q S A Rtf*Sf;li-a-7**'y h "7 - ^ fc <fc D ^ £ S ft 3 
C t?ff|g!tt51*S 1 0 © 7? f£ 0 

[ m * ia i 6 ] 

± tfd '> * < i: t> - o co A v >« - * © ^ Ml s fXhttfi©ftlft*fi '14 ft «fe d ft 6 -f 
X h % ff fC *f L .1*1 W # 6 ft ft ^ ^ ;* - £ J& fl C? f 2 ' - £ ^ - X (10 8) IC 7S < C 
^WfSt^T^SltJjtifU 0 © 73 ?£ „ 

[ m * ia i 7 ] 

± 32 'J> %: < — ~=> <D ^ * - # © f' «'J , ^ H CO m m IB ft tt J; / * ft » 57 v ^ S 

^ 1 1- m m m. % w ^ t t? t> n s c t * w © t -r § *? >r m 1 o co # ?4 „ 
i s ] 

it w m m it , * k w t # ^ ti ft ^ v ^ - ^ ffi © is $s N m k s < c t * # m t? % m * 
mi o © 73 ts o 
[ hs- >j< js 1 9 ] 

m iu co k pi p«g co ft #j « co m & / m ?3 -f p x - jv % ^ ma -r s ft * co ^ n ^ k « o ^ ft 

l»BI^?al/-^a > t 7 s /l' T & o T m n K fix f? t % * - % * 'p rs < t — o # 

t5t©«ffl^T> ft ^ ^ K CO £ % fib fig f*J JJS ^ CO If W % ft 5 ft 4& CD X° □ ^ 9 A 3Q IS L ft 
7 s ^ ^ fV 32 It « flt ic *3 ^ T , 
±32fl'3t Ji , 

% ft fcf -T 3 ± E '> * < fc fe - co ^5 - Z * ^ »J -T § ft 46 CO ^ S! ^ ^ a - A/ IC m ft 
K 32 ^ rM * ti ft ^ a < ^-30^7^-^:5-5^1, ft ^ % « co jft It / US Fffl 7" p X 

[ 3§ Sft II 2 0 ] 

itsu fc^wafc^sas*^ i o co t* ^ * ;v 12 is as w 0 

[ 39 aR JH 2 1 ] 

±3H^*<i:fe — -oco^^y-^ti, K H RB co ft m. Ift }X K *f ? % V — h % ft ( A x = P 
x A x /V x ) TSD, I4 0'>ft<fcfe-oc»fioS« ( V x ) tt , H# IW © BB ft (V 
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x = V x ( t ) ) f^§L^#Utt§iSlIl 9 © 7 *J % ;!/ 32 ft m f* c 
[ 3§ * IR 2 2 ] 

± 32 4> & < £ t> - o © ^ v ^ - * t± , «R'^4:iftiU>'-'14:©M©Y«f«» 
x e {c, mu,fb, nc, gw}) 

. ? t 5 © a ffi t ? ^ * 9 t © na © ¥ ft asc c k c / c s ) » a5 5i>», k m t psi §s 
t^i:oi5o¥i«» (K g c / g w ) z. tzznmt-? zm&m i 9 <D^ y $ n 32 

« « o 

[ 39 d< JH 2 3 ] 

± 32 m m ft ^ w 14 » , «»«©/ki:»iiB«iii<Dtai<D»e««, * * * y - ;i/ / /j< # sa ^ & 

a m jR m 1 9 © ? t? $ ;i 32 m m w 0 
[ m * ia 2 4 ] 

±fdyn^7i,i«fflicfe§^tiiyn^7A« -SiiLT, ^ SI © ft 3* #§ 3i © 3d kG T 
f)H X. ft M * IR 1 9 © f* y £ ;v s fig „ 

[ m m m 2 5 ] 

± 82 r- m tya-^ti, rx h»s©i a ft 't- w it feitf cnefx h i» h k *r l % m 
W(cf?e»n^A^^-^^^-t?T ? -^^-x c 1 0 8 ) £ -3 < £ £ * « t» i: -r a as aR jh 

1 9 <D t* V s £ ^ SB t9 iffi f* o 

[ a» * ir 2 6 ] 

h 32 m * i? a. - ;1/ tt , #J R © fl§ 16 S3 flltfe *5 «k / S ft 3 5 ^ * - * © 

* ff 5 it » m wl * fr t? c t % w m 1 1 % m * w 2 9 © ■?* *j % ?v 32 is m „ 

[ At >R«2 7 ] 

± 32 nf 3? & t* , ^ it k ?# 6 n f= ^ ^ - ^ ffi © ffi 10 @ » k n -5 < Lt^!$att§ 
m ir 2 6 © -7* ^ * ;v 32 mm Wo 

[ s m ft m ] 

[ 0 0 0 1 ] 

J6©3> tf a-^i/Xf A, W )& f %> 77 ft- , *3 <k n y \£ a — ^ T° n ^ v A 7° a ^ ^ h ic 
[ 0 0 0 2 ] 

GE ^ 44 AS t IT W #L © * fS ^ ffj ic S t3 fc -e ^ ;P A^t^5ftT^5 ( IT- A UK 1 
mMo ) o J: L T ^ € A ^> (D il'^ t ^ ft t f ;V ^ 5 (#¥if?Jc 

i2#!L ) „ c©t§£, JaiiUtt, ©ffl ^ ©^'B' * * nfniiit KPi * ffl ^ T323iB ? n § 
o fi « © K H © r ffl s (15 ffl j a , A'>{cat§^tto4ffllli^ti6ti§o ci © t 

«t tf, «tr4:iW*LIB©jIiiif£fc:*HS"rSjIii>;>/^fc©lffl(D, Sa^j^W^tBKfe^SiiSJt 

* ^ x. s ^ 57 v Be! & T § o 
[ 0 0 0 3 ] 

c 5 b/cKiiastf/Ri^T^ n it j; o s 5 n f= % s % h © us m m m y a 7 

W - ;P * , \y - h ^ «fe t? ^> B2 3& * v y ^ y if S ^ § £1 tl?aS ie £ fl> © iS" -p T 32 iiE 
t^c^BSfflTfeS (Mx , W fl : * » 3 *3 J; Xf 4 # bs „ ) „ 

[JH#fF>Ci^ 1 ] =f- ^ - - ^ ^ ( Charn i ck) * © ffi , x - • 7 7 - v a * y • Vf * 7 T 
— A (J. Pharmacokin. Biopharm. ) 23, 217 (1995) 

[ # W 3¥ 3£ ft£ 2 ] if 'J ~ y 7 -y K (Greenwood) * © fl& , ^Xf-f 7? -^Y (Pestle. S 
ci. ) 30, 97 (1990) 
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[ ft «p iff yC M 3 ] 7 fS 7* <t 7 * ( Lagad i c) * © flfi , ^XrO? ''Wt^A' 
* ;l/ (Pestic. Biochem. Physiol.) 45, 105 (1993) 
[ ^ Wf fF £ $K 4 ] 7 i3 4 v ( Lagad ic) * © fiS , "?X7 L 'fv*-^-f*-'5rA-'7'T-3' 
(Pestic. Biochem. Physiol.) 48, 173 (1994) 

[ %t m © m ^ ] 

[ 0 0 0 4 ] 

* 58 flU fc* s M * rt © ft 't- ft H © SI ft i) H W fM M % T' W ? % n > t? a - # X -f 

a , « -r § 7? & , 4s «t tf n > tr a. - # 7° p 9 7 a y p if z h £ jg « -r § c: i: & r w t -r 

§ o 10 

[ FS M * M t" S fc 46 © # IS ] 
[ 0 0 0 5 ] 

* ?g m it , Mirtot 't- tig h © sn ft m m m m m © * m m % w ic ® mm icnnt & ^ t zt 

aimiC-j- % a * 58 PJJ « «f K > ft ffl ft ¥ 7 * - XC £ "3 ^ T ia£ ill F*3 © it ¥ ft « © Oft Hi , 7J V 

SK 4s * ti & m © iff ffli £ Mi f6 tct5„ 
[ 0 0 0 6 ] 

:oBN®ft», a at © *t=. *b 3* £ a ^ < * ft 0j AH s a - 3 y ^ 7* ;i/ * ffl ^ t , a 
& © i* f*j © ft -t' ft n © a ffi / b# ffl 7° p -7 -y - ;V % f'»lt4c y 5 a. u - f 3 y 7 s ti 

, i fi t ^ t #J f K tt IT t ^. ^ 7 ^ - ^ $ '> % < t - ~D ^ tS a *S ^ a U — S/ 3 > t 7* ^ 

h © ti3 as ft ^ w 1* k i^J^Tfaisns. 

[ 0 0 0 7 ] 

c 5 Lfcmm it *r- * 7 * - ^ it , * a , ?k t « h§ h is t © ^ © ^ sd ^ sc s t± * ^ * 
y-;i///k»e«»tc«t DtfdjiE^n^^a© ur m im ft 14 , ^tm, ss^ a ?s fi* t? s. § 

o % H © M Jffi -T S fio JS ft ^ ^ 7 - ^ it s ittSS^»fcJ;09l3£bfeO, Q S A 

R (Quantitative Structure Activity Relations) ^ — a — 7 )V v h U — -7 ¥ £ <D 
*mitH\ ^ T iS © ft ^«3fi © 35 5zE ^ 5 l« »Sf?§o 
[ 0 0 0 8 ] 

^# © « -& x * 58 BJJ © 77 ^ * ffl ^ T , fix M ilt^t)^ * f£ ^jfiSnT^4^ft*Tf« 
x. , a * fc 43 (7 § ^ © IK iR W 14 43 * tf iB1$tt*fit5<:tlfifftf-FtS. 5 ?> (c , ^ 30 

m. itmm 1* » *j ab i* t © k m u.Lkm % k s -3 ^ t , ® a atj ^ k © s it © fc & 

[ 0 0 0 9 ] 

^^micm^UTm^^mjBmvit, k w ih © « a « 5^ © 1- - h ^ & & , « k « ? % k 

H © )S M '14 t K m © * ?)J a ffi W © W it M L . 5 a L> — > a > t -r' ;V © % ft fg ^ A 5 ^ 
-^i:LTffl^6li5 0 L ^ o T , y 5. a, V — i/ 3 > ' ^ 7 s ?l © # K H fc M L , tydMlZ-tt 
t % m M \£ M © )S ii 14 43 I ];r>'IHBI^rt©^^*rfn'a^^t?#5HlS#^'7^-^^fe§© 

sr JB -x? § o ^ ft « . mn us 11 % a § % « © 7 ^ 7 * x * 3d xE -r § m u & § „ 

[00 1 0 ] 

fu * tt x h © a ft ^ w 14 k:a , J^Tj'5ai/-5'3 > ^ 7* m © ^ 5 ^ - 40 

^*i*>II"rafctf)K:, ^ 6 S 5 S I Wi^tfT^ t- $ 5 c t T $ 5 l J; n tf u , s 
& ti9 H © 1» IM ft 't' W 14 ic a -cJ ^ T - o S fe it % n « ± © ^ 7 - # «r » S T § e: 1 1? 

h „ (1 © 8fe ^ , f ^I^OfXMIIt^L m iTi^Sfl/cf-^^-XKSo^ 
T ff t> ft a o f* — £ ^ — X it , 7- 7\ Y % ft 5C W L mm T* 9t 3£ S n fc S/ = a U — 5/ 3 > ^ 

7*;i/©WKtS#/<-7^-^fc^ t- x h ft K © t3 ±1 ft m W 14 ft fs te. n § 0 e: © f* - * ^ - 

ISt^tftltJI LT, ft S ft # © — o S fc t± * 4a h(DA7^-?^f its 
© tc p, 4a § o 
[001 1 ] 

* je re tc f?? § » m & m m m m ~v it , f-^^^xA^Eaniiia o s h ssc # t# 5 n 
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at*tt5^5ai/-i'a y * 7* & m * - * >& ^ m -r s it #> k , Fjaft-r^*^H©iB 

H6fflfiltfeft«fctf$> : ?fi*ttWM»*ffli^TifffS , rs & S fl» & £ fc a T? , eft K: J: 0 ^ p< 
-3fSfl§cJ:A't'^„ co IS „ r'JISnft/<7^-i'*J|jOT, M ffi O ^ H © OS 
IU $5 <fc #E tttt f © ?fi ffi / B# IQ 7° a y ^ - )V © M {* m & %/ 5 a U - S/ 3 > % & C £& 

[0012] 

ft to 0 , tt US 1ml ® K «fe !>f3&ftStf-3¥l»»*ffl^S ft bO£, »»10f PJ 7j & * ffl ^ 
T t> J; o 
[00 1 3 ] 

ft IC fj ffl c a , r)t £ ft <D ^ X htllKIt^f-^^-X ^ ■ M ft 6 tl ft « , fffi 10 

co % ft (c m l t m % m as m is » © = a u - 3 > ^ ft ■? re n> ic N mju©^j»*^kt* 
acfc-pfeSo dtitt, »ftwa»*»jK:ffli/^tia rgij ^ <d taw mm mm no 
m & jEp 6 ffi «i a s t? n m zz. ttt ^ mic -r & 0 l/ca^t, if l ^ 15 a ^1 © an £ , pa 
a , & <£ t>* s >i ft * a ^ & *n si & t ft 5 c t^w fm t? & s „ 

[0014] 

KT, *^HaK:«aiPjiia:^Ste^l»*Hffi*#MLTB s -ilWk:3fiH9"ra 0 
[00 1 5 ] 

K 1 li3>lfa-^i/XfA 1 0 0*it. <1 tl ti ^ ttl © )\ — V 7" ;!/ 3 > t? a. — £ ( P 
C) , "7 — Uf - 3 > ^ & % a ? ^ A > h / +f X x A ^ ft it£ T' & % 0 rj> 20 

If a — £ 5/ X f A 1 0 0 it is 5 a. V — V 3 > ^ f* ;V 1 0 2 * ffij X. 5 „ C ft tt , flP. ^ fC S 

, m at cd be m * * l . l o t m at cd k a' © ^ h k: m t % m & / m rs y° a y << - >v <d 

7- W % W ft! \c •* 2> 0 

[0016] 

J^5al/-f aVtf^l OZB, S3 "T ^ § 11 St CD ft cd » i& U ? 2> * M ¥ W ^ ^ 

^ — 3? i o 4t, — osfta?nu(±©iiiaffi#^7^-^ i o 6ti^c„ Lfc^ot 

> »SE/l$lll^a7'f-*0'>?a U — 3 y 3t W * % It T § fc % lc % If- ft^tftHC 
jiif t^ilftff^v^-^ 1 0 6 cd A v ^ - * fii * A * f % t t & & m T S § o ^ 5 a U 

- s/ 3 > * 7 s ^ i o 2 (o-mmmm<D m 03*j;tf4^#iLT«TfPMt§. 30 

[00 1 7 ] 

n > \L a — ^ >- X 7- A 1 0 OliJStT-^/^^ 1 0 8 £ fig X. S 0 7 s — £ ^ > ^ 1 0 

8 tt , LA Hi cd -f X hiI(DiiliWJ6S«'*i«i^(i:ao^Tt?5nftf-^^- 

n > ^ 1 0 8 ic it , 55 is -r § t- x h % s tc *f l m m. ic * 0 s s ti fc - -o $ fc a * n j-x ± 

[00 1 8 ] 

•r — Z > ? 1 0 8 K 3d tl £ n ± id -r — ^ — x (± , ^ iflfl ^ a — ;l/ 1 1 0 k *s i> T 

, rr tc ic m ft -r ^ # s *t -r a ^ ^ * - * n © ^ w © fc 46 <d m m * * 1 0 i^a\ is 

m » r£ ic * o s f^^^o^ 1 0 8 k as ta ? n r= t 1 ' — ^ ^ — x ^ e nt w m m ^senso 40 

c © S3 hu a , is fi -r ^ * % h © #3 fl ft 1* . fiW x fcT as BSIH fll w- a ^ ^ , 3/ 5 a u 

-^aVtf^l 0 2 ^ HJ ^ T 5/ ^ a U - 5/ 3 > * 53 ff "T S © ^ S & 1* H ft # ^ 7 - 
[00 1 9 ] 

jyifa-^^xfii 008251;:, if ft T ^ # W « © fl ft * ft ft # A h t % Tc 46 

© A A/ / ta ./J t ^ a — ;!/ 1 1 2lii5„ = a V-^ 3 V J tl fclg/Bf Iffl ^ D 7 ^ - 

;V $ P> tc , A 71 / Ui 71 t a - /I/ 1 1 2^/>LTai772n§o 
[ 0 0 2 0 ] 

a * / m * ^ a - i\/ 1 i 2 a s mm k & f± t %> % a * tc a w x. a s f± * is * ?fj a h 

(E M © ^ « © 3D }zE ? t * tx 5 © «f fl it ¥ ft ft i: * ^ t? t* - ^ ^ > ^ K JS ^ L T fe J; # 50 
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f& £ n t ^ ft m <d m n <d m ft , p > ^ - # >- x t- a i oo^cDAftfc^^ftfeiift 

¥ # ft * , litfQ S A R ^ P. .a. — ^ ;V * >y h 7 — ^SH&aiOSii^fll^Tf X h % K 
cD ft ft « }t CD 33 M ft ft C iff 13 fltj S L T t, <fc O 0 ft M % S O « ft , «J ffl ft ft W ft © ft ft 0 tc 
, 32 ft * A ft / W ft * ft a - ft l l 2«MTa^LTUi\ c © m ft , & ffl ft ft- W 
14 , id 3iE T fc « ft T , ^ ?M * ft a. - ft l l 0 ffl cd A * M t L X p > fc? a - * X -r A 
i o o nttct5^t?i£sns„ 

[ 0 0 2 1 ] 

^ial/^^gyg^B, A^/di^ti'A-^ 1 1 2 £ /I- L T #1J x. fcf — # > ^ tc 

[ 0 0 2 2 ] 10 

H 2 fi ft JiS ft « X P - ft * - h £ ft ft o X f -y 7° 2 0 0 T? , ft ft ^ # % H © ^ Jffl ft ft 

m ft * a a -r a c fs it ¥ w ft a , 00 a a , m m © m m m hi ft ^^fit^s. 

[ 0 0 2 3 ] 

X A >y ft 2 0 2 T% #J H IC ft •? %> is X a V — >- a > * A ft CO % H ft ^ v — £ © ^ v 

;* - * ffi * , w « a ^ * 4% n © m f t ¥ w ft * ^ - x tc u it a - ^ ^ - x % m m t vx?,f 

lt^« C CO A - * ^ - X K tt % ffl 4r cd f" X h ft tc *f L T ^ 46 * M K «fc 0 j* S L fc ^ 5 
- £ ffl ^ ^ * ft ^ 0 e: <Q tf- % « X -r >y A 2 0 2 -p ^ ff * ft § „ 

[ 0 0 2 4 ] 

Xr77' 2 0 4 T\ v ~f 2 0 2 t'il'I?tlft^7 $ ^ ? a U — ^3 Vtf/^ 

tc A ft A a o It^ft •> = al/-v'3> ; ef;Hi:j5^T^ g i cd a H i^j t cd m ft A ^ * % 20 
KcDlSfiAH#l?3An^^-;V£Dtf-^^tf5o X f - y A 2 0 6 T? , C cd ?1 S A Hf IHI A a 7 s 
-/^ffijjL, 3¥ fffi ^ Rl f i t ft 5 „ 
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Computer System and Method for Calculating a Pharmacokinetic Behavior of a 
Chemical Substance in Insects 

The invention relates to a computer system for calculating a 
pharmacokinetic behavior of a chemical substance in insects on the basis of a 
physiological model, as well as to a corresponding method and computer program 
5 product. 

Background of the invention 

Many physiologically based models for mammals are known from the 
prior art (for example, Charnick et al., J. Pharmacokin Biopharm. 23, 217 (1995)). A 
physiologically based model for caterpillars is furthermore known from the prior art 
10 (Greenwood et al., Pestic. Sci. 30, 97 (1990)). The insect is in this case described by 
compartments, which each represent an individual organ of the insect. The 
"interconnection" of the individual compartments is obtained from the known 
physiology of caterpillars. The essential parameters of this model are the rate 
coefficients for inter-compartmental mass transport, which determine the speed of 
15 the distribution, and the organ distribution coefficients, which give the concentration 
ratio in thermodynamic equilibrium between the respective organ and the 
haemolymph, which corresponds to the blood fluid in mammals. 

It is known from the prior art to use such compartmental models in order 
to describe an experimentally determined pharmacokinetic profile of a substance 
20 retrospectively, by matching the rate coefficients and the distribution coefficients (for 
example, Lagadic et al., Pestic. Biochem, Physiol. 45, 105 (1993) & Pestic. Biochem. 
Physiol. 48, 173 (1994)). 

It is therefore an object of the invention to provide a computer system for 
predicting the pharmacokinetic behavior of a chemical substance in an insect, as well 
25 as a corresponding method and computer program product. 

The invention makes it possible, in a particularly efficient way, to 
calculate a prediction of the pharmacokinetic behavior of a chemical substance in an 
insect. In particular, the invention makes it possible to estimate the absorption, 
distribution and the excretion of chemical substances in insects on the basis of 
30 physicochemical parameters. 
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Summary of the invention 

To this end, a physiologically based pharmacokinetic simulation model 
of an insect is used to predict concentration/time profiles of a chemical substance in 
the compartments of the insect. The simulation model contains at least one parameter 
5 which is dependent on the substance to be studied. The parameter or parameters of 
the simulation model are, for a particular substance, predicted on the basis of one or 
more of the physicochemical properties of the substance. 

These physicochemical parameters are, for example, the lipophilicity of 
the substance, described by the distribution coefficient between water and 

10 phospholipid membranes or the octanol/water distribution coefficient, the molecular 
weight or the solubility. The relevant physicochemical parameters of the substance 
may either be determined by straightforward experiments or determined directly 
from the descriptor of the chemical structure of the substance by means of methods 
which are known per se, such as QSAR = Quantitative Structure Activity Relations, 

15 or neural networks. 

In the latter case, it is even possible to evaluate virtual substances by the 
method according to the invention, that is to say substances which have not yet been 
synthesized, with respect to their absorption properties and distribution properties in 
insects. Owing to the established relationship between physicochemical properties 

20 and pharmacokinetic properties, it is furthermore possible to derive general criteria 
for the optimization of insecticidal agents, 

According to a preferred embodiment of the invention, the rate 
coefficient of the inter-compartmental mass transport, which is proportional to the 
product of the permeability for the substance and the effective surface area of the 

25 compartments, is used as a substance-dependent parameter of the simulation model. 
For each compartment of the simulation model, there is hence preferably a 
substance-dependent parameter which contains the permeability of the relevant 
compartment for the substance and the effective surface area of the relevant 
compartment. The permeability coefficient is a measure for the describing substance 

30 flux accross the cellular membrance. 

It is particularly advantageous that no further experimental studies are 
needed to determine the parameters for the simulation mode] based on a 
physicochemical property of the substance, but rather that the parameter or 
parameters can be determined on the basis of the physicochemical property of the 
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substance. This determination is carried out on the basis of a database, which has 
been previously determined experimentally for various test substances. The database 
contains the substance-dependent parameters of the simulation model which have 
been experimentally determined for the test substances, as well as the 
5 physicochemicai properties of the test substances. This database is used to predict the 
substance-dependent parameter or parameters for a substance to be studied, 

According to a preferred embodiment of the invention, a calculation 
function is obtained from the database by a linear regression. For example, the 
calculation function is a function of the lipophilicity and the molecular weight. To 
10 predict a parameter for the simulation model for a substance to be studied, it is hence 
merely necessary for the lipophilicity and the molecular weight of the substance to be 
studied to be evaluated with the calculation function, in order to obtain the 
parameter, With the predicted parameter, it is then possible to carry out a concrete 
simulation of concentration/time profiles during absorption and excretion of the 
15 substance in the insect. 

Alternatively, other prediction methods which are known per se may also 
be used instead of the calculation function obtained by linear regression. 

It. is particularly advantageous that, after a database has been determined 
once for a particular number of test substances, no additional experiments are then 
20 needed for simulation of the pharmacokinetic behavior of further substances. This 
makes it possible to assess "candidates" for potential insecticides in respect of their 
pharmacokinetic behavior with a high throughput. Significant acceleration for 
research, development and optimization of new insecticides is therefore possible. 

Brief description of the drawings 
25 Preferred embodiments of the invention will be explained in more detail 

below with reference to the drawings, in which: 

Figure 1 shows a block diagram of an embodiment of a computer system 
according to the invention, 

Figure 2 shows a flow chart of an embodiment of the method according 
30 to the invention, 

Figure 3 shows a physiologically based model of a caterpillar as a basis 
for a simulation model according to the invention with a substance-dependent 
parameter, 
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Figure 4 shows a diagram representing the database obtained for the 
simulation mode] of Figure 3 for carrying out a linear regression, in order to 
determine a calculation function. 

Figure 1 shows a computer system 100. It may be a conventional 
5 personal computer (PC), a workstation or a client/server system. 

The computer system 100 has a simulation model 102, This is a 
physiologically based pharmacokinetic model of an insect. To this end, the 
simulation model 102 represents the compartments of the insect, and hence makes it 
possible to predict concentration/time profiles of a substance in the compartments of 
1 0 the insect. 

The simulation model 102 involves physiological parameters, 104 which 
depend only on the type of insect to be described, as well as one or more substance- 
dependent parameters 106. To carry out a simulation calculation of 
concentration/time profiles, it is hence necessary to input the parameter value of the 

15 substance-dependent parameter 106 for the substance to be evaluated. A concrete 
example of an embodiment of the simulation model 102 will be explained in more 
detail below with reference to Figures 3 and 4. 

The computer system 100 furthermore has a databank 108. The databank 
108 is used for storing a database, which have been obtained on tlie basis of 

20 experimental studies of the pharmacokinetic behavior of test substances in the insect 
For each of the test substances previously studied experimentally, the databank 108 
contains the parameter value or values which have been experimentally determined 
for the relevant test substance, as well as at least one physicochemical property of the 
relevant test substance. 

25 This database stored in the databank 108 forms the basis of the prediction 

of the parameter value for a new substance to be studied in the prediction module 
110, A calculation rule, which makes it possible to obtain the substance-dependent 
parameter value needed for carrying out the simulation with the simulation model 
102 from a physicochemical property of a substance to be studied, for example its 

30 lipophilicity or its molecular weight, is for example obtained by a linear regression 
method from the database stored in the databank 108. 

The computer system 100 furthermore has an input/output module 112 
for input of the physicochemical property of a substance to be studied. The simulated 
concentration/time profiles are furthermore output via the input/output module 112. 
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The input/output module 112 may be coupled to a databank which 
contains descriptors of substances which actually exist or virtual substances, for 
example potential insecticides, and their physicochemical properties. In the case of 
virtual substances which have not yet been synthesized, the physicochemical 
5 property required for input into the computer system 1 00 may be determined directly 
from the descriptor of the chemical structure of the test substance by means of 
methods which are known per se ? such as QSAR, or neural networks. In the case of 
virtual substances, the descriptor instead of the physicochemical property may also 
be input via the input/output module 112. On the basis of the descriptor, the 
10 physicochemical property is then determined as an input quantity of the prediction 
module 1 10 in the computer system 100 itself. 

The simulation results are, for example, input into the database via the 
input/output module 112 so that evaluation of the simulation results can be carried 
out at a later time. 

15 Figure 2 shows a corresponding flow chart. In step 200, a 

physicochemical property of a substance to be studied is input. The physicochemical 

property is, for example, the lipophilicity or the molecular weight of the substance. 

In step 202, the parameter values of the substance- dependent parameters 

of the simulation model for the substance are calculated on the basis of a database 
20 based on the physicochemical property of the substance to be assessed. This database 

contains parameter values previously determined experimentally for various test 

substances. This calculation is carried out in step 202. 

In step 204, the parameters calculated in step 202 are input into the 

simulation model The calculation of concentration/time profiles of the substance to 
25 be studied in the compartments of the insect is then carried out there. In step 206, 

these concentration/time profiles are output and can then be evaluated. 

In order to determine a database which is as meaningful as possible for 

prediction of the parameter values, it is advantageous if the test substances used to 

experimentally determine the database are as chemically diverse as possible. A new 
30 substance to be studied, for which the parameter values are to be predicted, should 

preferably lie within the test space represented by the lest substances. 

Figure 3 shows, by way of example, a physiological model for a 

caterpillar. This physiological module is based on the model given by Greenwood et 

ah (see above). 
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The model involves the following eight compartments of the caterpillar: 
haemolymph (hi) 300, fat body (fb) 302, muscle (ms) 304, surface of the cuticle (cs) 
306, cuticle (c) 308, gut wall (gw) 310, gut content (gc) 312 and nerve bundle (nc), A 
substance to be studied is applied either topically via the cuticle 308, orally via the 
5 gut or by direct injection into the haemolymph 300. 

Like the blood in mammals, the haemolymph 300 is used as the main 
transport phase between the various organs. 

Metabolism takes pace at the rate kc in the cuticle 308, at the rate khl in 
the haemolymph 300 and at the rate kgw in the gut wall 310. The excretion takes 
1 0 place at the rate k gc . 

The haemolymph 300 is modeled as a freely circulating liquid, which is 
in contact with the caterpillar organs described by the compartments. Transport 
processes between the compartments take place by passive diffusion, with 
permeation through the membranes as the rate-limiting step. The rate coefficients A* 
15 of the mass transport between the compartments are determined by the permeability- 
surface area product P X A X and the volume V x of the organs: 

P A (I) 

X x = * * (x e {c,mu, fb, nc, gw}) k } 

where 

P x = Permeability of the membrance (walls) of organ X for the substance, and 
20 A x = surface area of the membrane (walls) of organ X. 

c = cuticle, 
mu — muscle, 
fb = fat body, 
nc — nerve bundle 
25 gw = gut wall 

The equilibrium state is in this case reached after a time t x » V X /(P X A X ). 
The ratio of the concentrations in the peripheral compartments in the equilibrium 
state is in this case determined by the distribution coefficients related to the 
haemolymph K x is defined as Kx/hi^ 

C 

K x = — 2L - (x <e {^mu^ncgw}) (2) 
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K x is hence the distribution coefficient of a substance between the 
haemolymph and the organ x in the equilibrium state. 

In addition, the distribution coefficients between the surface of the cuticle 
306 and the cuticle (K^) as well as the distribution coefficient between the gut wall 
5 310 and the gut content (K gc/gw ) must be known. 

The model with eight compartments which is known from Greenwood et 
ah has been modified in order to take account of 

- different types of application (oral, topical or by injection into the 
haemolymph), 

10 - an "open-loop" mass transport of food through the alimentary canal and 

- the time dependency of the organ volumes due to the larval growth. 

On the basis of this biophysical model of Figure 3, it is possible to 
describe a mass equilibrium relation for each organ x of the caterpillar by a 
differential equation. Such mass equilibrium relations are given for the organs of the 
15 caterpillar in the appendix (Formulae Al to A8). 

In order to calculate a pharmacokinetic profile by means of the mass 
equilibrium relations of the organs of the caterpillar, a total of 23 parameter values 
must be known. They are 

- the organ volumes V x (eight parameter values as well as additional 
20 parameter values for describing their time variations due to the larval growth), 

- the distribution coefficients K x of the substance between the 
haemolymph 300 and the peripheral compartments (c, mu, fb, nc and gw), 

- the distribution coefficients between the surface of the cuticle and the 
cuticle, as well as between the gut wall and the gut content, 

25 - the metabolic rate constants in the cuticle, the haemolymph and the gut 

wall, in the event that the substance to be studied is metabolized, and 

- rate coefficients X* = [P X A X ]/V X for the mass transport between the 
compartments (c, mu, fb, nc and gw). 

The distribution coefficients as well as the permeability-surface area 
30 products, and therefore the rate coefficients, depend on physiological parameters of 
the insect, as well as on the physicochemical properties of the substance to be 
studied. The metabolic rate constants are furthermore substance-specific. 
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The organ volumes can be experimentally determined by methods which 
are known per se. We can calculate the distribution coefficients K x of the substance 
between the haemolymph and each organ x as follows: 

K-X. ™ 77 With K x{Hj0 ~ fwieftX + Kfin ff<ti,x + ^ protein fptotaits^ (?) 

K hl/H 2 0 

5 in which 

Kfat = distribution coefficient of the substance in equilibrium between 
water and fat (lipophilicity) 

Kproiem = distribution coefficient of the substance in equilibrium between 
water and protein 

10 fwater, x — volume fraction of water in compartment x, 

ffat, x = volume fraction of fat in compartment x, 
fprotein, x = volume fraction of protein in compartment x. 
The membrane affinity (MA) or, alternatively, the octanol/water 
distribution coefficient (Ko/ w ) of the substance can be used as an estimate of the 
15 distribution coefficients K fat . The distribution coefficient K pro tein may, for example, be 
determined from the binding constants of human serum albumin (K^ HSA in [mmol]) 
and the molecular weight of the protein (65 kDa): 

HSA = r4sA /65 (4) 

Formula 3 can be simplified by combining the fat and protein fractions in 
20 a single organic fraction: 

K x =~- with K x/H 2 0 - f-water.x + 0 ~ ^water.x) K fat (5) 

K hl/H 2 0 

The rate constants of the mass transport between the compartments are 
experimentally determined for the test substances by matching them to experimental 
pharmacokinetic data and correlating them with the physicochemical properties of 
25 the test substances. 

As an approximation, it may be assumed that the permeability coefficient 
P for the substance is identical for all the organs x, in that is to say Px = P for all the 
organs x, with the exception of the cuticle. Furthermore, P is proportional to the 
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lipophilicity (Kf at = MA or K fal = Ko/ w , that is to say the octanol/water distribution 
coefficient) and the membrane diffusion coefficient D mem of the substance: 

P « D mem (6) 

The dependency of the membrane diffusion coefficient on the molecular 
5 weight (MW) of the substance is described by means of an exponential relation: 

D ffiem cc MW" S - (7) 

Formulae 6 and 7 can be combined with one another, so that 

P = a K fe( MW^ (8) 

results, in which a is a constant. By means of Equation 1 9 the rate constants of the 
10 mass transport between the compartments can be expressed as follows: 

(9) 

the following is obtained from this by taking a logarithms 
Log(-^-) - Log(a^) - s mem Log(MW) (10) 

Figure 4 shows a corresponding logarithm/logarithm representation of 
15 A^/Kfat against the molecular weight MW of a plurality of test substances for various 
compartments. Figure 4 likewise shows the best-fit lines obtained by linear 
regressions through the measurement points. 

By means of linear regression, it is hence possible to determine the slope 
s m em as well as the intercept aA x /V x from the experimentally determined database. A 
20 calculation rule has therefore be obtained which makes it possible to calculate the 
quantity X x of a new substance, even a virtual one, merely on the basis of the 
lipophilicity (Kf al ) and molecular weight MW. P-A x is hence obtained on the basis of 
Formulae 8 and 9, On the basis of this substance-dependent parameter, as well as the 
equilibrium distribution coefficients K x or K^/ cs and K gc / gw from Eqs (3) and (5) 
25 respectively, it is hence possible to solve the system of equations in the appendix, for 
example numerically, and the time/concentration profiles of the substance to be 
studied in the individual compartments are obtained, 
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Appendix 

System of equations of the pharmacokinetic simulation model for the 

caterpillar 



(cs) V c S -f^[PA] c (C cs -^) (A1) 



V c -JL = [PA] C (C cs - -bL_) + [PA] C (C hI -^t.) - k c C c (A2) 

^ v M^ = -Z[PA] x (C h| -k h| C hl (x e {c, m u 1 fb,nc,gw}) (A3) 

(n,u, V -^ = [ PA U(C U -|^) (A4) 

(lb) V fc^T^ PA ]fb(C hl -^) (A5) 

dC, 



(nc) 



Vl , c -^=[PA] nc (C u -^) (A6) 



few) Vgw ' ^dP" = [PAJ ^ CC »" - [PA] * W (C «* "T^" 3 ~ k "« C «* (A7) 

dC C 
(gc) Vgc "df" = [? A]gw (C s w ~ ^ } (A8) 

gc / gw 



C x : concentration of the substance in compartment x, 
V x : volume of compartment x; the volume may be time-variant according 
to an experimentally determined function (V x (t)) ? 

[PA] X : permeability-surface area product of compartment x, 
10 Kx/ y : distribution coefficient between compartments x and y, 

K x = K x /hi: distribution coefficient between organ x and haemolymph, 
K x : rate constants for the metabolism (x =c, hi, gw) 
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We claim: 

1. A computer system for calculating a pharmacokinetic behavior of a 

chemical substance in an insect, comprising: 

- a physiologically based pharmacokinetic simulation model (102) of said insect for 
5 predicting concentration/time profiles of the chemical substance in compartments 

of the insect, the simulation model having at least one parameter which is 
dependent on the substance, 

- a prediction module (110) for predicting the at least one parameter on the basis of a 
physicochemical property of the substance. 

10 2. Computer system according to Claim 1, wherein the at least one 

parameter is the product of the permeability for the substance and the effective 
surface area of the compartments. 

3. Computer system according to Claim 1, wherein said at least one 
parameter is the rate coefficient for inter-compartmental mass transport (k x — P 

15 A x /V x )> the volume of at least one of the organs of the insect being a function of time 
(V x = V x (t)). 

4. Computer system according to Claim 1, wherein said at least one 
parameter is the equilibrium coefficient between an organ of the insect and the 
haemolymph (K X3 x e {c, mu, fb, nc and gw}), between the surface of the cuticle and 

20 the cuticle (Kc/ cs ), or between the gut wall and the gut content (K gc / gw ). 

5. Computer system according to Claim 1, wherein said physicochemical 
property is the distribution coefficient between water and phospholipid membranes, 
the octanol/water distribution coefficient, the molecular weight, the solubility, and/or 
a combination of these parameters of the substance. 

25 6. Computer system according to Claim 1, comprising a QSAR model or a 

neural network for determining the physicochemical property from a descriptor of 
the chemical structure of the substance. 

7. Computer system according to Claim 1, wherein the prediction module is 
based on a database (108) which contains the physicochemical properties of test 

30 substances and parameters determined experimentally for the test substances. 

8. Computer system according to Claim 1, wherein the prediction module 
includes a calculation function for calculating said at least one parameter from the 
lipophilicity and/or the molecular weight of the substance, 

9. Computer system according to Claim 8, wherein the calculation function 
35 is based on a linear regression of experimentally determined parameter values. 
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10. Method for calculating a pharmacokinetic behavior of a chemical 
substance in insects, using a physiologically based pharmacokinetic simulation 
model of an insect for predicting concentration/time profiles of the chemical 
substance in compartments of the insect, the simulation model having at least one 

5 parameter which is dependent on the substance, comprising the following steps: 

- input of a physicochemical property of the substance into a prediction module for 
predicting the at least one parameter for the substance, 

- carrying out a simulation with the simulation model for predicting 
concentration/time profiles of the chemical substance on the basis of the predicted at 

10 least one parameter. 

1 1. Method according to Claim 10, wherein said at least one parameter is the 
product of the permeability of the compartments of the insect to the substance and 
the effective surface area of the compartments. 

12. Method according to Claim 10, wherein the parameter is the rate 
15 coefficient for inter-compartmental mass transport (k x = P x A x /V x ), the volume of at 

least one of the organs of the insect being a function of time (V x = V x (t)). 

13. Method according to Claim 10, wherein the parameter is the equilibrium 
coefficient between an organ and the haemolymph (K x , x e {c, mu, fb, nc and gw}) 5 
between the surface of the cuticle and the cuticle (K^), or between the gut wall and 

20 the gut content (K gc / gw ). 

14. Method according to Claims 10, wherein the physicochemical property is 
the distribution coefficient between water and phospholipid membranes, the 
octanol/water distribution coefficient, the molecular weight, the solubility, and/or a 
combination of these parameters of the substance. 

25 15. Method according to Claim 10, wherein the physicochemical property is 

determined by a QSAR model or a neural network. 

16. Method according to Claim 10, wherein the prediction of the at least one 

parameter is based on physicochemical properties of test substances and parameter 
values determined experimentally for the test substances. 

30 17. Method according to Claim 10, wherein the prediction of the at least one 

parameter is carried out with a calculation function from the lipophilicity and/or the 
molecular weight of the substance. 

18. Method according to Claim 10, wherein the calculation function isbased 

on a linear regression of experimentally determined parameter values. 
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19. A digital storage mediumhaving stored thereon a program for calculating 
a pharmacokinetic behavior of a chemical substance in insects with a physiologically 
based pharmacokinetic simulation model of an insect for predicting 
concentration/time profiles of the chemical substance in compartments of the insect, 

5 the simulation model having at least one parameter which is dependent on the 
substance, with the following steps: 

- input of a physicochemical property of the substance into a prediction module for 
predicting the at least one parameter for the substance, 

- carrying out a simulation with the aid of the simulation model for predicting 
10 concentration/time profiles of the chemical substance one the basis of the predicted 

at least one parameter. 

20, Digital storage medium according to Claim 10, wherein said at least one 
parameter is the product of the permeability for the substance and the effective 
surface area of the compartments, 

15 21. Digital storage medium according to Claim 19, wherein said at least one 

parameter is the rate coefficient for inter-compartmental mass transport (X* = P x 
A x /V x ) 5 the volume (V x ) of at least one of the organs of the insect being a function of 
time (V x = V x (t)). 

22. Digital storage medium according to Claim 19, wherein said at least one 
20 parameter is the equilibrium coefficient between an organ and the haemolymph (K x , 

x e {c, mu, fb, nc and gw}), between the surface of the cuticle and the cuticle (Kc/ cs ), 
or between the gut wall and the gut content (K gc / gw ). 

23. Digital storage medium according to Claim 19, wherein said physico- 
chemical property is the distribution coefficient between water and phospholipid 

25 membranes, the octanol/water distribution coefficient, the molecular weight, the 
solubility, and/or a combination of these parameters of the substance. 

24. Digital storage medium according to Claim 19, having further stored 
thereon, separately or as part of said program, a QSAR model or a neural network for 
determining said physicochemical property from a descriptor of the chemical 

30 structure of the substance. 

25. Digital storage medium according to Claim 19, wherein said prediction 
module is based on a database (108) which contains the physicochemical properties 
of test substances and parameters determined experimentally for the test substances. 

26. Digital storage medium according to Claim 29, wherein said prediction 
35 module comprises a calculation function for calculating the parameters from the 

lipophilicity and/or the molecular weight of the substance. 
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27. Digital storage medium according toClaim 26, wherein said calculation 

function is based on a linear regression of experimentally determined parameter 
values. 
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Computer System and Method for Calculating a Pharmacokinetic Behavior of a 



Chemical Substance in Insects 



Abstract 

Computer system for calculating a pharmacokinetic behavior of a chemical substance 
in insects,comprising: 

- a physiologically based pharmacokinetic simulation model (102) of an insect for 
predicting concentration/time profiles of the chemical substance in compartments 
of the insect, the simulation model having at least one parameter which is 
dependent on the substance, and 

- a prediction module (110) for predicting the at least one parameter on the basis of a 
physicochemical property of the substance. 
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